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Positive controls include aripiprazole (inhibits DHCR7), clomiphene (inhibits DHCR24), econazole (inhibits CYP51) and simvastatin (inhibits HMG-CoA Reductase). Neuro2a cells were exposed to indicated compounds at 100 nM for 24 hours and sterols analyzed. Data presented as nmol sterol/million cells (n>20, +/-SEM), shown is representative results from one of the independent screens of the ToxCast chemical library. *p<0.05, **p<0.01, ***p<0.001 as determined by post-hoc Dunnett's test following one-way ANOVA using vehicle as the comparator.
Figure S3
. Impact of fenpropimorph (FEN) and spiroxamine (SPX) on cytotoxicity of IMR-32 cells. Cells were exposed to 10 nM FEN or SPX for 24 hours and compared to vehicle (0.01% DMSO). Data presented as % of cell death compared to positive control of 1% Triton X-100 (n=3, +SEM). Cytotoxicity was determined by the CytoTox 96® Non-Radioactive Cytotoxicity Assay (Promega). *p<0.05 as determined by post-hoc Dunnett's test following one-way ANOVA compared to vehicle control. Figure S4 . Impact of tributyltin chloride (A) and endosulfan sulfate (B) on lanosterol levels in four different human-derived cell lines: (from left to right) SK-N-SH, IMR-32, A549, Hep-G2. Cells were exposed to compound (0 nM, 10 nM, 100 nM, 1000 nM) for 24 hours. Data presented as nmol sterol/million cells (n=4, +/-SEM). ***p<0.001 as determined by post-hoc Dunnett's test following one-way ANOVA when compared to 0 nM exposure of the same cell line. Figure S5 . Impact of econazole, a known CYP51 inhibitor, in four different human-derived cell lines: (from left to right) SK-N-SH, IMR-32, A549, Hep-G2. Data presented as nmol lanosterol/million cells (n=4, +/-SEM). *p<0.05, **p<0.01 as determined by Tukey's T-test as determined exposure condition compared to vehicle control within each cell line. Figure S6 . Human induced pluripotent stem cells (hiPSCs) were differentiated towards a neuroectoderm lineage from three different deidentified donors (CC3, circle; CD2, square; CX3, triangle). Shown for each donor are the absolute values of lanosterol, desmosterol, 7-DHC and cholesterol at day 10 of differentiation for each of the three distinct differentiations. Error bars shown average +/-95% confidence interval of the three differentiations.
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